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Ethics of treatment interruption trials in HIV cure research: addressing the conundrum of risk/ benefit assessment InTRoduCTIon Going beyond treatment to cure Antiretroviral therapy (ART) is highly beneficial for people living with HIV, leading to a near-normal lifespan. 1 Starting ART as early as possible after infection is associated with better immune recovery and lower HIV burden, 2 and viral suppression is associated with a low risk of transmitting HIV to others. 3 Thus, ART is the standard of care for people living with HIV. However, ART also has limitations; it suppresses but does not eliminate HIV from the body. The virus remains in a latent state, and if ART is discontinued, viral load (VL) normally increases ('rebounds'). Inconsistent ART adherence can lead to drug-resistant HIV strains. Long-term use can have side effects, including organ dysfunction, neuropsychiatric effects 4 and cardiovascular disease. 1 Clinical care for the millions of HIV-positive people, particularly in developing countries, constitutes a tremendous logistical challenge and resource burden on fragile healthcare systems. Finally, HIV remains a highly stigmatised disease that impacts human rights, and stigma is a major barrier to engagement in HIV prevention and treatment. In short, curing rather than treating HIV remains an important scientific and clinical goal.
As described by Margolis and colleagues, 5 the field of HIV cure research is complex and rapidly evolving. Current studies are early-phase, first-inhuman trials that aim to generate knowledge relevant to an eventual cure for HIV, understood either as elimination of all replication-competent virus in the body ('sterilizing cure') or as long-term remission ('functional cure'). 6 A small but increasing number of cure trials also involve analytic treatment interruption (ATI), in which participants are taken off ART to test the effects of the intervention used; viral rebound after ART discontinuation supports lack of efficacy.
The risk/benefit ratio puzzle of HIV cure trials
A number of commentators, including contributors to a recent special issue of the Journal of Medical Ethics devoted to the ethics of HIV cure trials, 7 identified what they consider the core ethical challenge of HIV cure research studies, including those involving ATI. [8] [9] [10] [11] [12] [13] [14] In such trials, participants are very likely to have no direct medical benefits and face uncertain and potentially high risks from the study intervention, invasive procedures and loss of therapeutic benefits from ART. 15 In the introduction to the special issue, Eyal argues that, at the very least, this is prima facie a 'bad deal' or 'bad gamble' for participants. Further, participants' decisions to join may draw doubt on their rationality, generating a 'risk/benefit ratio puzzle' as to how anyone truly informed about cure trials could prudently choose to participate. 7 Dresser also raises the important question of whether it is ethical for researchers to run such studies and for ethics boards to approve them because of their unfavourable risk/benefit ratio, and since participants seem likely to be worse off for participating. 15 Eyal suggests a spectrum of candidate solutions to address these concerns. 16 For example, one could argue that a well-informed person should be permitted to consent to a trial that might look like a 'bad gamble' given that as autonomous adults, they are permitted to engage in bad gambles in other domains of life. Second, one could also reduce the risks of the study, for example, through careful participant selection, extensive health monitoring and other safeguards. A third approach is for researchers to enhance the benefit side of the equation, such as by offering financial compensation that would contribute to a more positive risk-benefit assessment of research. 17 Another approach would address the problem by considering societal as well as individual benefits associated with research; that is, what initially looks like a bad gamble for individuals may not be a bad gamble overall. [18] [19] [20] As such, the research could arguably be ethically permissible on these grounds, though one might still worry that participants are recklessly sacrificing themselves for the greater good. In all of these approaches to resolving the 'risk/ benefit ratio puzzle,' the arguments largely leave unexplored the initial framing of participant decision making as a process where individuals weigh risks and benefits based on their own values and preferences. Our data from HIV cure research in Thailand, reported below, suggest an important variant on the 'enhancing the benefits' approach to the puzzle: that on closer inspection, participants find HIV cure research participation more valuable than one might expect, and therefore worth doing despite the risks.
In this paper, following Evans' report on the carefully considered decisions of four HIV cure trial participants, 21 and other similar investigations, 20 22 23 we contend that a fuller depiction of cure research decision making, grounded in empirical data, is ethically relevant. As we have argued, 24 it is critical to undertake empirical investigations of those recruited to HIV cure trials (both those who choose to participate and those who decline), to assess their motivations, expectations and decision processes. These findings can then be used to develop effective ways to communicate about study goals and unknown risks associated with participation, particularly with planned ATI. 24 Further, such data can form frameworks to evaluate the salient features of participant decision making in subsequent research. 25 Here we present data from our social science and ethics study currently under way in Bangkok, Thailand. This interview study is embedded within a series of early-phase HIV cure trials, all of which include ATI. The trials recruit from a cohort of individuals, termed the SEARCH cohort. 26 27 Starting in 2009, SEARCH clinical investigators began identifying and treating individuals at the very early stages of acute HIV infection. Cohort members were then followed at the Thai Red Cross AIDS Research Centre in Bangkok. The SEARCH clinical trial team, keenly aware of the ethical concerns associated with this research, invited our group to conduct a longitudinal decision-making study of SEARCH cohort members recruited to HIV cure trials. Our project is called the SEARCH HIV Cure Trials Decision-Making Study (hereafter the Decision-Making Study or DMS). No clinical investigators (members of the SEARCH or cure trial teams) have access to the data or the analysis files, and are not involved in the coding or interpretation of the interview data nor the interviews themselves. They are, however, queried as expert resources when the analytic team has questions about interpretation of HIV or trial-related issues, and have participated in manuscript development.
THe SeARCH STudy
Nearly 500 people are enrolled in the SEARCH cohort. The majority are well maintained on ART and have an undetectable VL. The cohort almost entirely comprises men who have sex with men (96%). The median age is 26, and participants are, on average, better educated than the general Thai population. SEARCH cohort members are recruited to HIV cure trials based on strict eligibility criteria, and should they not qualify or decline one invitation, they may be recruited for a subsequent trial. Because of early ART, they have lower HIV burden, a factor hypothesised to be important for reaching a functional cure of HIV. 28
THe deCISIon-MAkInG STudy
We initiated our semistructured interview protocol with individuals in the SEARCH cohort who consented to participate in SEARCH 019, the first in the series of HIV cure trials that were initiated in 2015. Although the DMS includes individuals who have joined or declined subsequent HIV cure trials, here we focus on interviews with 12 participants in 019.
The SeARCH 019 HIV cure trial
SEARCH 019 was a randomised trial that compared the efficacy of adding vorinostat/hydroxychloroquine/maraviroc to standard-of-care ART in controlling HIV once treatment was interrupted. Participants, all Fiebig stage 3 or 4, were randomised into two study groups: 10 who received the three-drug regimen in addition to existing ART, and 5 who continued ART drugs only. Participants underwent ATI at week 10. VL was monitored weekly and ART was resumed when confirmed VL>1000 copies/ mL. 29 During the course of the trial, participants were recruited to optional procedures, which they could decline without impacting their ability to remain in the trial. The consent form informed participants that the trial included ATI and described the risks of the three experimental drugs in detail.
Of the 15 participants in SEARCH 019, twelve accepted our invitation to be interviewed. A compensation of 500 Thai Baht (approximately US$15) was provided for the hour-long, face-toface interview. At the time of the interviews, one had been withdrawn before ATI due to side effects of the three-drug regimen. All other participants had experienced viral rebound after ATI, knew of their rebound status and were either back on ART or soon to reinitiate ART (see table 1 ).
All DMS interviews (see online supplementary appendix 1) were conducted in Thai, audio-recorded and transcribed. 
Research ethics
Transcripts were then translated and checked for accuracy by both Thai and US-based team members. Participants responded to a series of semistructured questions about their experiences of being diagnosed with acute HIV and joining the SEARCH cohort, their HIV cure trial decision making and their trial experiences. To develop the initial codebook, the 12 SEARCH 019 interview transcripts were read by five members of the US team. Thirty-three codes were developed, defined and applied to the transcripts using the MAXQDA text program by two US team members (see online supplementary appendix 2). A separate audit of code reports was conducted by two other team members to assess their usability. This preliminary set of findings, comprising only cross-sectional analysis of interviews from participants in one trial, is the first from a much larger set of longitudinal data about decision making by those recruited to join the cure trials. Here we focus on study participants' decision motivations and their perception of the risk/benefit balance, and report themes relevant to the ethical debates about enrolling individuals into HIV cure trials.
deCISIon-MAkInG STudy ReSulTS
We report results from the interview analysis in the order that questions were most often posed and discussed. The quotes reflect transcript data that were translated from Thai to English and checked and revised based on translation errors and interpretative challenges. After then making syntax changes as necessary to interpret the data, our team did not further modify the transcripts and associated quotes to refine the translation. In selecting illustrative quotes, we note the interviewee number in brackets.
Context of SeARCH acute cohort
SEARCH 019 participant assessments of the trial's risks and benefits were influenced by their acute status and experience as members of the SEARCH acute cohort in Bangkok. 'Cohort belonging' is thus one layer of the context in which HIV cure trial participants made their decisions about these trials.
SEARCH identity
Interview participants reported trust and confidence in the SEARCH team to optimally manage their HIV. Several felt lucky to find SEARCH shortly after infection and being encouraged to begin treatment quickly. They often contrasted the SEARCH experience with what they judged to be less personal care at overly burdened public hospitals. Every interviewee reported positive perceptions of the care provided by staff, especially the nurses who were often available at all hours for phone calls to answer questions and offer support.
Useful bodies for HIV science
Participants perceived other important aspects of being diagnosed at the earliest stages of infection, including the expectation for an improved chance for prolonged viral control after ATI, and the resulting value that researchers place on acute status in a research cohort. Several participants perceived that, as acutely diagnosed people, they had a better chance of prolonged ATI than others with HIV. Their bodies were thus described as providing reciprocal benefit to the participant, SEARCH and the HIV community, and several contrasted this with the many negative implications of HIV infection. Participants felt pleased to occupy this important category, regarding recruitment to a cure trial as being tapped to be 'representative' of a special group.
As one said, "Our bodies (referring to 019 participants) may be stronger than others because we took the drug at the first stage of infection and it may suppress the virus better" (Participant 04). Several talked about being happy to be used as 'guinea pigs'. This term was not pejorative, but rather depicted the opportunity to act as 'experimental items' for the benefit of science and society. One said, "We do not have many chances to be useful in the world… We are guinea pigs, that's right…. The guinea pig is useful… The main benefit may not happen to us directly but it will happen to other people definitely" (Participant 06).
decision making for SeARCH 019
The 12 study participants recounted their motivations for joining SEARCH 019, their relative ease making the decision and thoughts after the trial ended. Their self-portraits were diverse, varying in the extent they expressed worry about the decision, were positive thinkers, or pragmatic about their circumstances, for example, 'Nothing is getting better if I am worrying about it' (Participant 04). One was a self-described 'serial participant' who incorporated the decision to participate into his identity as someone who enrols in clinical trials, whereas two others made the decision to join with considerable trepidation. Participants reported that joining the trial was a decision they made independently, with one exception who cited strong family influence to 'do what is right' by participating (Participant 06).
Close monitoring
Participants described the burdens of time and travel associated with the close monitoring required in SEARCH 019, but accepted this as necessary for risk mitigation. They report being confident that viral rebound would be caught very early and ART reinitiated. As one noted, 'I trusted this organization. I came mostly every week; they followed up on the results continuously. If my symptoms get worse, it can be detected fast and solved at an early stage' (Participant 03). When asked to describe potential study risks, five other participants (Participants 02, 05, 07, 09 and 10) explicitly mentioned the reassurance of careful monitoring after stating their perceived risks of viral rebound, drug resistance and side effects from the intervention. Many participants also perceived close monitoring as something already experienced as part of the SEARCH cohort. For example, one noted, 'If you come to participate in the [SEARCH] study, you will get more than participation. You will get blood tests often… It has benefits more than testing the drug' (Participant 06).
Optional procedures
For some participants, optional procedures such as MRI, leukapheresis and lumbar puncture were described as offering useful surveillance and potential health benefits at no cost. As one said, For others, optional procedures were a burden. Three SEARCH 019 participants refused all optional procedures. Comparing the decision to join the trial to the decision to participate in optional procedures, one said deciding to join, "…was easy. I decided immediately. If there is anything useful to me and the research center, I participate without any hesitation…except something that was too hard, for example, tissue collection; if it has a lot of effects on me, I will not do it" (Participant 05).
This underscores these participants' understanding that they have the autonomy to decline certain procedures even after joining the trial.
Anticipating going off ART
The large majority of participants demonstrated an understanding of the major risks of ATI, the likelihood of viral rebound and possibility of drug resistance in restarting ART. In addition, several mentioned time/travel burden, negative impact on work and privacy concerns. However, in light of the trial's intense monitoring, participants balanced risks against what they described as real benefits of stopping ART. Thus, ATI was classified as an exciting, rare opportunity to reduce treatment burden, increase a sense of normalcy and test their bodies in what they considered a safe environment with the sanctioning of their healthcare providers. Echoing the excerpt above from Participant 05, and other participants who were interested in using their bodies for scientific investigations, one said: I want to stop the drug. I want to know, the same as the staff wants to know, how it will be if we stopped the drug. If we stopped the drug, will the virus increase? How long will it take to increase, one year or two years? I want to know, too… But I [was] confident if I participated and the virus rebounded, the study still takes care of me, so I can decide easily… [And] Because the study has told [me] that if there are any problems, the study is willing to be responsible or pay for the treatment for that symptom. It's okay. (Participant 02) The strong appeal of being off an ART drug regimen was further described by another participant: 'I was very happy, was very excited. I turned off every [reminder] alarm. The alarm that I set for over a year, I was going to turn it off ' (Participant 06).
When asked if they understood the risks of the study when they joined 019, several mentioned exposure to the experimental drugs and specific side effects. One participant said, "I was afraid of only one thing…taking one more drug, because I always check the news about people who were taking the anticancer drug [Vorinostat]" (Participant 05). This participant resolved that if he was randomised to the experimental group and his 'body was not strong enough,' he would withdraw if needed. Another participant declared himself 'lucky' to be randomised to the control group (Participant 06).
Relationships with others and society
Participants described benefits to self and to society in a variety of interrelated ways. Some described short and longer term 'wins' for both themselves and others: 'It will be my luck if I am cured. If not, I'm okay. More than that, I wanted the research to provide information for the future' (Participant 08). Although most stated that they did not expect a cure, they did hope for scientific advances:
The hope of infected people, we hope that in the near future, we will see the treatment, medicine, or vaccine that lets us not need to take the drug or kills the virus completely, and we have the vaccine for uninfected people that is the same as the Influenza vaccine which we inject into normal people for prevention. (Participant 07) The same participant later described creating benefit for society through incremental scientific gains from early-phase research, as illustrated by this striking metaphor:
Even if there is not yet any conclusion, we are in the process. It's like we are on a conveyor belt-when the packaging comes out, if it cannot be used and is thrown away, that package can provide guidance for a new package in the future. (Participant 07) Some focused on helping the SEARCH team or the cohort. Many participants wanted to aid the research team who 'work so hard and always encourage [us]' (Participant 06). A few seemed motivated as well by a feeling of solidarity within the cohort, for example, 'Now I have my brothers and sisters and we talk and encourage each other' (Participant 07). Furthermore, because so few people are eligible for cure trials, this may translate into a feeling of responsibility to volunteer.
Despite the close relationships with the SEARCH team, participants nonetheless reported both voluntariness and feeling informed, as this individual revealed: I walked in here by myself. I made the decision by myself. They did not force me. I can withdraw whenever I want… About the knowledge, they told me everything…what will I get from this study, what are the benefits, what are the disadvantages, what will happen after I stopped the drug… Will it have any long-term effects on me? (Participant 05)
dISCuSSIon
The empirical data we present reveal why individuals decided to join the first HIV cure trial offered to Thai SEARCH cohort members. As such, they are relevant to the risk/benefit ratio challenge and associated ethical concerns about participation in HIV cure research portrayed in the recent Journal of Medical Ethics special issue. 7 This study and the related conclusions do not address disagreements about the science of cure trials, or the validity and acceptability of the use of ATI within those trials. We defer to experts to debate those issues in other forums.
Our DMS finds that participation is considered by participants (on various grounds) to be sufficiently worthwhile to make it reasonable for them to join and remain in studies with ATI, at least in the particular cultural and social contexts of the Thai SEARCH cohort and the 019 trial. Our results similarly reveal how participants' understanding of their own decision making may be markedly different than the risk/benefit evaluation that has characterised HIV cure ethics discussions to date, and that is known to frame decision making within institutional review boards. 30 31 That is because our participants value a wide range of potential benefits, and perceive an opportunity to benefit from what regulators characterise as the primary risk of trial participation. Thus, our participants' entire risk/benefit calculus is framed quite differently from that of most clinical researchers and regulators.
The category of benefits that commonly holds the most weight with scientists and ethicists is direct benefits, 32 33 which are defined as the clinical benefits of the experimental agent and procedures that are scientifically necessary to test the experimental intervention under study. Our participants appreciated the risks of ATI, but they complicated the traditional concept of direct benefit in their reporting of the hopefulness engendered by going off ART. ATI was not interpreted simply in terms of risk or benefit, but as a complex act in which testing of one's body, the potential for restoration of normal life, and the deviation from trusted, clinical standard of care, was merged under the careful supervision of doctors and nurses. In fact, our data suggest that it is not uncommon for trial procedures or activities to embody both beneficial and harmful dimensions, even for the same participant.
Research ethics
Aspirational benefits are those directed to individuals and society that the research may eventually produce, and are commonly reflected in altruistic benefit attributions. 32 34 35 SEARCH 019 participants also depicted themselves and their trial decisions in relation to others, identifying as members of the SEARCH cohort and as having a special physiology shared with those with acute diagnoses. While altruism and reciprocity were common themes, our participants' close relationships with SEARCH staff, in a context where HIV-positive status is approached with compassion and understanding, blur the boundaries between research, clinical care and community. While this boundary blurring raises some concerns in the clinical trial context, 36 37 the positive meaning of these relationships for our participants should not be underestimated. 38 Their desire to be 'normal' and to be of use to society, and even to conceive of their bodies as 'special' in a positive sense despite HIV infection, illustrates how they redefine the meaning of research participation in the context of an illness that alters self-concept and poses quality-of-life burdens.
In addition to aspirational benefits, our participants reported other important, non-direct benefits. This is particularly evident in their improved sense of self-worth in relation to usefulness or normality, and their sense of being well cared for by the SEARCH team. As such, these outcomes might also be classified as inclusion benefits, that is, psychological and ancillary care-related benefits that arise from being a research participant. 39 These broader inclusion benefits have been perceived as insufficiently compelling to offset research risks. 40 Participants in the SEARCH 019 study, however, weighed various forms of benefit against study-related risks, and highly valued inclusion benefits in the benefit/risk calculus.
Our findings demonstrate that what participants perceive to have received from being in a trial, and by extension what makes participation worthwhile in light of perceived risks and study-related burden, may be different from the benefits that researchers may imagine they are providing. In this sense, our participants' appeals to what can be interpreted as direct, aspirational and inclusion benefits demonstrate an alternative that combines Eyal's proposals in which risks are mitigated, benefits to participants are increased (because indirect benefits are taken into account and ATI is perceived as a benefit) and societal benefits also figure into decision making. In addition, our participants used their trial participation to help make meaning of their HIV experience, their personal histories and the social meaning of HIV cure research through the contextual lens of interactions with the research team and other contingent factors. We thus demonstrate that the way participants experience and are motivated to engage in research is quite different from the perspective of researchers and regulators as they classify the same aspects of a trial into risks and benefits, in order to facilitate a risk-benefit calculus.
The question that remains is whether our participants made a rational choice.
The complex motivations (including altruistic ones) driving HIV research participation may not take the form of the same objective risk-benefit calculus undertaken by experts, nor is that calculus conducted similarly by all participants. In fact, as Buchak argued, 'it is not as if each individual in the society gets to experience the average wellbeing [or risk]. 41 What matters is how each individual person fares…and [how] each subject holds that the risky strategy is better for him….' Further, Buchak posits a model for rational but divergent participant preferences using risk-weighted expected utility maximisation, which incorporates three psychological components to decision making: the individual valuing of the anticipated consequences of the decision, perceptions of how likely consequences are to occur and the extent that the participant values the worst-case against the best-case scenario. Thus 'risk-inclined individuals' may make a rational choice for themselves based on higher consideration of potential benefits than for potential risks, even with an understanding that the chance for the benefit is low. From our view, this is how we see our participants demonstrating a rational choice. Further, our data provide support for Buchak's call to include preferences in determining rationality of decision making.
Participant preferences about participating in research do (and should) involve an array of considerations that arise from and are enacted within specific contexts in which cure trials are offered. Our research findings reveal how individual choices may appear irrational when one employs a narrow view of what reasons ought to count in research participation decisions. When the context of specific cure trials is brought in, the decisions of our participants appear rational because their appraisal of factors such as ATI differs from experts; more consequences figure in their decisions than appeared from the outside; and the standard of practical rationality against which these choices are evaluated needs to adapt to include considerations beyond consequences. For example, our participants sometimes seem to be forming and expressing new goals and identities through research participation, rather than framing the choice to participate as means to achieve fixed preferences established in advance.
Even if attention to participant preferences and lived experiences helps render research participation in HIV cure research more reasonable, should those experiences also be taken into account when ethically assessing whether a trial should be offered? Regulators, HIV researchers, advocates and bioethicists need to consider whether and how participants' perceptions of and experiences in HIV cure research fit into their ethical and regulatory judgments. Some commentators acknowledge participant perspectives in terms of rational decision making, but discount their ethical import by framing them as inclusion benefits, which are difficult to predict and often person specific, 40 or by acknowledging their import, but dismissing their ethical salience. 17 In contrast, our data indicate that the potential for a more normal life, enhanced self-worth and contributing benefits to the HIV community were anything but insignificant for SEARCH 019 participants. They seem to play a major role in making trial participation attractive, acceptable or meaningful.
And yet clinical HIV researchers are better positioned than most potential participants to understand the risks of ATI, especially in relation to the clinical treatment option of uninterrupted ART. Third parties (e.g., regulators, ethics committees, bioethicists) have a responsibility to independently determine whether a trial is ethical and compliant with relevant regulations. Among their obligations is to place a cap on the level of clinical risk research participants undertake when there is no prospect of direct medical benefit, such that some individuals are not imperilled for the sake of the greater good. While we agree that these considerations are important, and in fact our data support much stronger influences of possible benefits than risks for our participants, our data also support Buchak's conclusion 41 that thinking about research ethics in terms of narrowly defined participant rationality might not be the best criterion around which to centre debates about cure research ethics, as it might sidetrack the research community from evaluating such research in light of other morally relevant criteria. 42 For those facing perplexing questions about how to design and whether to approve cure research, our findings may allay some anxieties; ATI might indeed be a clinical risk to participants (and/or increase the risk of infection to others), but is also appreciated as a reprieve from the burdens of HIV-positive status and treatment, and as part of an opportunity to contribute to the HIV community-both locally and across time. One could, for example, include such information in informed consent processes, without implying that such positive aspects of trial participation will be experienced by all participants. After all, one is supposed to mention potential benefits and risks, including less likely ones. Alternatively, other ethical considerations might be more salient as a result of these findings; for example, the reassurance participants get from prior relationships with clinical researchers and from clinical trial monitoring suggests that cure research ethics might want to reflect on how such practices are presented to and understood by prospective participants. In addition, our findings suggest that contexts in which HIV-positive status is highly stigmatised can combine with cultural expectations to be considerate of others (in Thai, 'kreng-jai'), generating potential concerns about participant vulnerability and the fairness of subject selection. 43 We acknowledge the limitations of our data: it comes only from those who chose to participate in the clinical trial, from a unique acute HIV cohort in Thailand, and is based on translated materials (though the interview translations, both literal and cultural, are independently checked by three native Thai speakers). We must continue to explore the impact of SEARCH and Thai cultural norms on decision-making processes. Though we explored trial perceptions and decision-making influences during the interviews, we did not conduct a systematic assessment of their knowledge about the clinical trial risks. In addition, these interviews occurred when most participants had returned to ART after viral rebound. Undoubtedly, they reframed components of their decision making based on these trial experiences. We will explore this in future interviews. Moving forward, our study is conducting interviews at two or more time points during each subsequent SEARCH cure trial, with those who chose to participate and those who declined. This allows us to reduce retrospective bias, determine changes to perceptions of the risk/benefit balance over time and make systematic comparisons across participants (who would be hypothesised to be risk inclined in the cure trial context) and decliners (who would be hypothesised to be risk avoidant in the cure trial context) and different types of cure trials. Finally, to explore the impact of the specific Thai context, we plan to replicate our DMS in other locations.
To date, ethical discourse about early-phase HIV cure research has been dominated by concerns about 'bad gambles' and a narrow vision of research participant rationality. One important contribution of qualitative research is the ability to identify and address previously neglected but ethically relevant aspects of cure research. In such a complex research setting, oversimplifying what constitutes a morally relevant consideration is in and of itself an obstacle to progress. Evidence about what actually matters to cure research participants provides an important corrective, ensuring that third-party concerns do not operate on hidden and mistaken assumptions about what is at stake for participants. Such findings also move us towards a triangulated approach to cure research ethics: one that is simultaneously informed by the perspectives of researchers, participants and third-party regulators and bioethicists.
